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        Epithelial ovarian cancer (EOC) still represents a major issue for 






The lack of obvious signs until advanced stages and the ambiguous 







natural history of EOC is characterized by a high response rate to 












women dying from ovarian cancer in the United States is estimated 
"#$!&"', and in Europe, the reported 5-year relative survival rate 
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surgery as the initial approach to ovarian malignancies&.#'; among 
these procedures are the total abdominal hysterectomy, bilateral 














lymphadenectomy remains hotly debated; despite the prognostic 
relevance of nodal involvement at diagnosis, there is currently no 
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agents have been considered the major resource in the medical 
treatment of EOC since a study by Lambert and Berry showed 








to date has been the shift from cisplatin to carboplatin due to the 
number of trials that have been obtaining equal outcomes with less 


















response rates using a triplet rather than the traditional doublet have 
failed to demonstrate an effective advantage&".'?





      Many research groups have tried to develop novel effective 















treatment for EOC, and optimal cytoreduction remains the main 






more popular, mainly due to its intent to reduce the volume of 










	 	 	 


















with inferior overall survival (OS) compared with initial surgery while 
underlining the negative survival effect of increasing the number of 
chemotherapy cycles prior to surgical intervention&"$'I		et al&"=' 








reported a higher 3-year survival rate for the second cohort and 
supported the use of delayed surgery in highly selected patients&"='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the chemotherapy consisted of at least 6 cycles of carboplatin 
and paclitaxel (with 3 cycles administered prior to surgery in the 
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inferior to primary surgery, although the latter remains the standard 


























4USBUFHZ 5SJBM /VNCFSPGQBUJFOUT 4UBHF "SNTB 1SJNBSZFOEQPJOU 3FTVMUT
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not inferior to primary surgery, is associated with increased optimal 
cytoreduction, and bears less postoperative mortality&!'*
	
these results, even though primary surgery remains the standard 












than 5 cm) on preoperative imaging and the presence of metastatic 





incomplete debulking and unnecessary postoperative morbidity and 
mortality, neoadjuvant chemotherapy is recommended&"'
*OUSBQFSJUPOFBMDIFNPUIFSBQZ
      There is a strong rationale for the use of intraperitoneal 
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chemotherapy directly to the peritoneal cavity might reduce the risk of 
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One cycle was given every 3 weeks, and the experimental arm 






























































































complications and worse quality-of-life scores observed in the 
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alternative schedules of this doublet, providing increasing amounts 
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studies suggest the potential advantages associated with the weekly 
administration of antineoplastic agents, such as enhanced antitumor 
activity and minor risk of toxicity (due to extended exposure but fairly 
low concentration of the drug)&/0'?		<		
every week at a lower dose is expected to exert an antiangiogenic 





















































detected between dose-dense group and 3-weekly group regarding 








designed to compare a conventional tri-weekly scheduling system 
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sparing effects of paclitaxel when administered with carboplatin, 










a reason behind these contrasting clinical outcomes; in particular, 
distinct profiles of response and tolerability have often been 
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study used an alternative schedule consisting of 6 weeks of weekly 
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weekly carboplatin and paclitaxel, tri-weekly carboplatin plus weekly 
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data might help to clarify this scenario and to validate the already 
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      The combination of carboplatin and paclitaxel is considered 
the standard initial treatment for EOC and is believed to constitute 
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adverse effects of paclitaxel, mainly alopecia and neurotoxicity, 
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docetaxel be considered in combination with carboplatin as a valid 









      The other platinum-based doublet that has not been shown to 
be superior compared with carboplatin-paclitaxel is carboplatin–
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neutropenia occurred without significant differences in both patient 
groups, thrombocytopenia, anemia, stomatitis, and skin toxicity 
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 	GJG"=&#"' and the 
NJQ$&#', reported that the addition of bevacizumab to carboplatin 
































debulking surgery), although this subgroup analysis was not pre-
planned and was only exploratory in nature&#.'	JN+Q9&##' 
focused on patients with platinum-sensitive recurrence and tested 
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plus chemotherapy, bevacizumab was continued as maintenance 
treatment until the appearance of progression or unacceptable 


















demonstrated in the subgroup of platinum-resistant patients by the 
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 &#/', which compared chemotherapy alone (paclitaxel, 
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      Because the literature shows efficacy in first-line as well as 
in platinum-sensitive and platinum-resistant recurrences, when 

































      Targeting other pathways involved in cell proliferation and 
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metastatic renal cell carcinoma&#>'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evidence supporting a critical role of angiogenesis in ovarian cancer 




































































observed in renal cancer patients (hypertension, diarrhea, and 
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that seems to be related to an aberrant proliferation of fibrous 
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adverse events were gastrointestinal and hematologic symptoms in 
nature&/$'
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*KN" and *KN 




for testing such agents in ovarian disease is the high rate of genetic 
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*KN" and *KN mutations are estimated to 
occur in 7% of all EOC&0!0'
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et al&0.', olaparib, which is given as a 
maintenance treatment after platinum-based chemotherapy, was 



























focused on germline *KN mutation carriers with newly diagnosed 













(germline *KN mutations carriers, olaparib maintenance versus 










































alternatives to standard therapy do exist, but none has proven to 
be superior to conventional treatments, with the notable exception 
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data, none of the other options can be considered a “new standard”; 
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&#"#' demonstrated that bevacizumab should be given to 





present, there is no evidence that maintenance with bevacizumab is 










compared with the addition of a third agent to the conventional 
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inhibitors have been tested in preclinical studies, some of which 
resulted in the need for further evaluation in early-phase clinical 
trials&0>'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      Based on the current wide prevalence of antiangiogenic drugs, 
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histotype that remain resistant may eventually benefit from mTOR 
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      Finally, as gynecological oncology research has moved forward, 
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